( 



PCT National Publication Gazette 



National Patent Publication No. 
Date of National Publication^ 
International Class(es)- 



09-500380 
January 14, 1997 

A61K 38/00, AO IN 1/02, A61K 31/045, 
A61K 31/19, A61K 31/66, A61K 31/70, 
A61K 31/715, A61K 33/00, A61K 33/06, 
A6 IK 38/00 

(60 pages in all) 



Title of the Invention' 

Patent Appln. No. 
Filing Date* 

Date of Filing Translation- 
International Filing No. 
International Publication No. 
International Publication Date: 
Priority Claimed ^ 



Inventor (s): 
Applicant(s): 



Solutions for Tissue Preservation and 
Bloodless Surgery and Methods Using 
Same 

07-504696 

July 14, 1994 

January 16, 1996 

PCT/US94/07872 

WO 95/02326 

January 26, 1995 

Serial No. 092,456 

FiHng Date: July 16, 1993 

Country: US 

Michael TAYLOR 
CRYOMEDICAL SCIENCE, INC. 



(transliterated, therefore the 
spelling might be incorrect) 



fl 



O9)0*BI^;? (J p) 



«2) ^ ^ # 1^ ^ # (A) 



#^¥9-500380 



{51)Iiit.Cl.« 
A 6 1 K 
AO IN 
A6 IK 



38/00 
1/02 
31/045 
31/19 
31/66 



ABZ 



9455 -4C 
9450 -4H 
9455-4C 
9455 -4C 
8314-4C 



F I 
A6 1 K 
AO 1 N 
A6 1 K 



37/02 
1/02 
31/045 
31/19 
31/^ 



ABZ 



(86) {2Z)tmB 

(86) llBttiM## 

(87) aK^Bi#^ 

(87)BBS^ia0 

(32) «jfeH 

(33) ft5^cfS:£SEi 



4*8i¥7 -504696 

6 #(1994) 7^145 
^JS 8 #(1996) 1^165 
PCT/US 9 4/0 7 8 7 2 
W09 5/0 2 3 2 6 
^^7 #(1995) 1.^260 
0 9 2, 4 5 6 

1993#7^16B 
*S (US) 



EP(AT, BE, CH. DE. 
DK, ES. PR, GB. GR, IE, IT. LU, M 
C. NL, PT, SE), AU, CA, JP 



(71) ffllSA ti:^U:t;>t5^-1**;k--y--^X>i/-X--f > 
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(72) 55M# -^^^JV 

u*-&*a^>i^;i^:=.Tifl 15212 tf 

320 

(74)^^3ffiA im± 4>ffla 



(54) 3iamfiF&^/Mjfii^cD;/£:8g)CDaKK. ^5z:/^tc-ensfflv:^fc:6r& 

(57) \sm\ 

^*&(7) fa icfijaa^r ^c;fe viTjiiL«^Hife'r -6 ;t e& cofi^t: 

^«i;S:*«j^«pHlSSIftgE. *»xz/ATPC!>f|^©& 
t:::fettS*UOA-f 8 o-'l 2 OmMa)aiffi«| 

SIBHlr^feVt-S^oU K-f :^>SXt;^0. 0 1 — 0. 1 
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(2) m$tW- 9-500380 

1. (1) 3 5~4 5 mM(^^|g$6ffltvl*Jit5;& e^ix^Tj-^'^. 8 0~12 

(8) ^'/ui^^^t'^ 

2 . ( 1 ) «^W<^^7k^|^ ; 

(2) t KlflLttryU'^^^^ 3 0. 0 0 0~j^'^7 0, 0 0 0(^^ia<^ 

( 3 ) m±m^^ p ammm 

( 4 ) ^t) 1 mM-^m 1 M<75f^^*;^ ; 

(5) ^^1 OmM~^1] 2 0 mM<75-v>-::i h— ; 

( 6 ) iS:m.mm(Dm<Dms^Bmi^MiffL-r^tzisb\zmi0}ti:&(Dm^^Mi^^T::^:t'^ 
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I 



(3) 9-500380 

(7) *^0. 5mM~^^^ 2inMO^AT PSK ; 

(8) ^^m5mM(D^yl'^'^:t:^ 

3. (1) m.mn(omyK^m : 

3 0, 0 0 0 7 0, 0 0 0 (D^m(O^Mi^{±^W ; 
( 3 ) m±m^^ p HM^^ ; 
(4) 111) 1 mM~^^ 1 0 mM(7:)jJ'Vuri — ; 
( 5 ) ^1] 1 0 mM~^ 2 0 mMc^-^ h — /U ; 
( 6 ) 8 0 mM~7^1] 12 0 mMCD y Y t~;^;^— h ; 

( 8 ) 1 mM~j^ 5 mMcO 

f^ia^i^;6'^^\J 300~3705y •^7.^JV(D^^(D:^7.^)V^^^^'^ 

4. mM'Kc:>Wd^^W.\^ii\-^^t)/v-yr-p 2^y{i^^^^(r^^^^i<^^Q ^ oi~o. 

0 7mMT'fc'9 . •7i5^^-v'!i7i^^;^>^|g(7?^^^5Sii^'t] 2. 5 — 7. SmMirfci^, 
W^%(OW^ii^mWL-b^^h\Z.^1. 5~7. ,0mMOt6H 

6 . ^(c:M'^S(^H2 P04-S.TJ^HC03- ^-^tfli*(^^ia^ 1 

7. (1) K<^M 1 7K^^i^> (2) SXr^-i^tf^Mfll^J. 

( 3 ) ^m^mWk.V^^W-mL0k\^\z.ii\,^X^Wii^^^^ P Hi^»f?K, ( 4 ) 

(1) 3 5~4 5mM<^^a«6ffl{c:*JJt-5;i& y li'i^^:^-:/^. 8 0~12 0mM 
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(4) 9-500380 

:^^-y^M>-{:^:ym. 1 5 2 O inM<D^ ^ V ^'^M. AXJ^O . 0 1~0. 1 

( 5 ) m«61]*^4c^^>Vi < i 1 

J: "9 
(8) 

8. f^#-{b^l^;6^^^ ^{C (6) 1. 0~3mM(^^ar(^H2 P04-^tK (7) 

2 0~3 0mM(7)|^|g(^HCO3-^-^;ZA. W^m^W^t^ h\Z. (9) 5~15m 
M(7)iti^cDH2 P04-^t>' (10) 3~7mM(7:)jii^(DHC03-^-atl'ff*(7:>^ 

9. f^?^'fb^T>*^liit^li3!<^&;'^^^^lfflllS^J^5^ :9-^fi:;55 3o. 0 0 0-7 
0, 0 0 0(Df5ia(^#*|-cfcSlt3j$cDt5|ffi^7JS{::|E^(75ftfflifiL^lSo 
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I 



(5) q#«ip9-5 0 0 3 8 0 

12. ^m^ti^^^mt^'t. 

(1) 3 5~4 5mM(75^i£g$6IS(c:*3tt-5;(7 y 8 0~12 0mM 

t^iiStElS(ii*5ttS-:M- y !:^i>.-<;d->'^, 2 — 1 0 mM<^^fg^iaf-*3tt^-^^ 
^->!i^i»-l':*->'^^IKO . 0 1~0. 1 mMc^jii^$Sia(c:ioJt^:^7/i'V'^'i^'<:^ 

^ ^ tf m^K <^ tk^^^ , 

(8) i/Vu^^^> 

(c) !^^i^uT^^5^l^t»fL^^(75:$:K^^^i--<T<^, 'Lm^mmWi^MM\^w 
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(6) l^mW- 9-500380 

8 0~ 1 2 0 mM(D;^££t5ia(c:iott^i- h y !:7i^^;^^^, 2~1 
OmM(Dm&Umi^t6i-f^-^:if:^^U^M.^:^>m&UO. 0 1 — 0. 0 7 mMO 

(f) 0#}-«^s#A-r5 
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(7) 



^n^9- 5 0 0 3 8 0 



^flt (transplantation) 3lf±S'fit (graft) (Dfzlsb(Dm.1^ 

(D^^<Dt;iit>(Dm^ (f lush) Ru^^mmi^m-r ^ o ^mnnmi^Rx^^ 



ital organs) ^(D^m^^yH^-^^fz.^\^B-^^(OmELi}^T^f hfl^ 

lfiLW^igti#l®^^tPf^ffl«(D^J(C:fi, Collins, et al..La 
ncet 1219-1222 (1969), Collins G. M. ,Tr 
ansplant. Proc. IX. 1529 (1977) , Fisher, e 
t al., Transplantation 21:498 (1976), S 
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(8) 4f S^p 9-500380 

acks, et al. , Transplantation 19:283 (1 
974) ^ Kal lerhoff, et al. , Transplantati 
on, 39:5. 485-489 (1985) RlfK leban off an 
d Phillips, Cryobiology, 6:121-125 (196 

Wi^^ (ionic or fluid balance), S V Mi 

wa 1 1 e t a 1 . i^m(Dmn(Drzisf>(D^mm{±!m'S:ti.xt: hskm 

■CV^So (Transplantation 23:210 (1977) )o w 

^±#-A-#^-BMflTI^^^>^'/^;:^, fe^VMiA I D S ^ ^ :^ fj: ihim^^^ 

0 ( b 1 o o d t r ansmitted diseases) (CI J; '^^Ptk<Dicl, 

^m.m(D^'^Rx^mu(Di^m^^m^£ikm\^M-^A^^j:\^^ixmikmi-i. Bret 

on, Jr. (3^^:H#rF^4, 9 2 0, 0 4 4 -^) S.U?B e .1 z e r , et a 
1. (^m^WfM4, 8 7 9, 2 8 3 ■WRXf?¥:mWWB 4 , 7 9 8, 8 2 4-^) 

(- i "9 ^^^tLTV^5o Breton, Jr. COmWiMf±.imSI^[H^'^'i^^RV^m 
WWmiL. mm^^^W (oncotic support) (Df^l^<D=xti^ 
tjs mmT=-:t>^i^mRU7i^l±^i^m(DmW<Drz.i^(D^'i^ h\f:t^^—h (1 a c t 
o b i o n a t e) ti-a^7teV>„ ^'^(7:>^^(Dr^l^(DB e 1 z e r CD^^j^fia^S 

}±^n(Dt^i^(D^mi^<'i^mRu=^x:^^ y^wt^t^t^. !^m'mm^^m<Dmmi^^ 

y ^ J>^(D^Wi^W.^^ (passive diffusional los 
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(9) l^mW- 9-500380 

ife (protracted surgical procedures) (Df^^ 
fc-So Segall.et al. (^mWW^^4, 9 2 3, 4 2 2-^) ^ 

'm^0.^m7r^\^X\^^, b;{»^b#rF*g0f^##(i, ftfflik?K;6^;fc#S^(c:S-^$ 
-5 -7 ^ - H —/\^<Dmm fiig it Tie tbfiVj: /jJ V ^ r ^ # a;t U t *5 <9 

-^X. ^J^^ixfc{£^?a(^rHl{-fl^<S.I>*f^lic^'i' (visceral organ 
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(10) #S^9-5 0 0 38 0 

+HTS/M) Rumtmmx'mm^titc<D^(DW}i^ (^mmm hts-p) 

(CjoftS^^X— hf^t Kci-Jr-:?—- tf (LDH) (Dm(DW^y 7 X^^^^. 
1112 (a) am^^ (HT S - P/HT S -M) RU^mU^m (HT 

S-P) HjJ^i^JyitSiJ' ur^>'^^— if (CK) RW<D^ y-f^ M.m<^sliD.^^ 

1112 (b) {i|^^6<J (HTS-P/HTS-M) RXf^mMW^ (HTS-P) 

1112 (c) fiH^e^J (HTS-P/HTS-M) RU^mM'^ (HTS-P) 
m2 (d) itm^^ (HTS-P/HTS-M) (HTS-P) 

mSltmm^ (HTS-P/HTS-M) (HTS-P) Wl!^<D 

, ik?t^|^»<7) jE^ jb<75 i6 CD H#r^ ^^i- ^" 7 7 111 ^ c 
ill4A»i (a) HTS-M, (b) tBM. KGM^X 4^\ZtS\,^Ximmi^^ 
stitch hS^^-T^Vu (HEM) ^mXn (c) iTLV^#P.^2pK*^C0HEM^;i 

1114 Bfi (a) HTS-M, (b) KGMcf>-C 1 jir^i5^#$;rufcHEM3Z:{± ( 
c) frLV^#BS.^2iK;jS^•(^HEMcD^^|5^M^|g (epidermal bar 
rier function) (D^^'vyXh^o 

(1) 3 5~4 5 5: y ^/l^/y h/W (mM) (7)ltigt5ia(::*5(t-5;57 y A-r ;^ 

8 o~i 2 0 5: y^/u/y 2/ h/u (mM) (75iist5iffl}:i*j(t2)-:^ h y c^i^ 

'T^^^^. 2'^10mM(Om^^W\^iSi-f^^^^^i^^M.4^ymR'V^0. 0 1 
~0. lmM<^;2ia[^ffl(C*5tt5;it7/Uv'^>i=s 
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(11) 



9-500380 



(2 
(3 
(4 
e r 
(5 
(6 
(7 
(8 



oncotic agent) ^ 



(simple nutritive 



s u g 



^IS?^(D^(^{|lJ®fC*3V>T, S#SI>*^(75§§'B*^ 2 CCJ; ^JfSV^Mfd^i^i- 
(B) (i±fe(7)ii-^ 



(1) 3 5—4 5 5: y ^/L'/y y h/i^ (mM) <^^jt^ia(c:*Dtt'5;^7 y i^i^^:^ 



80~1205:y ^yu/ y h/U (mM) (D\ 



1 OmM(7? 



mMc^:^ C3 y K-I';^>'|g, ^U^O . 0 1~0. 1 mMCDM 



mi^isn^-^i^^^^^'yj^-^^^m. 15 — 20 



(2) ^^jH4T-;^>', 



(3) I /W, 

(4) &;'^^^^MM^J. 

(5) (i^fj:< ti, imo)^ 



(6) ATP(DW^<7^fz)i>(DmW. RV^ 

( 7 ) ^S^6^^t>'{Si^:?£^#TX*?;<J^<^ ^^^^^^ P HliM, f£ h 



(8) if)V^^-^:y 
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(12) If^jpS- 5 0 0 3 8 0 

(1) 3 5~4 5 5: y ^/U/y h/U (mM) (DM^^mi^i^ ^ ^ :^ V ^ :t 
8 0~1 2 0 ^ y-^-/U/y >;/ h/U (mM) (DM^^Wi^toif ^-T h V ^ 

(2) U-X':i^^'i;mmM. 

(4) /^^/.c< 1®(7)^*^*S, 

(5) -7:^=. h— /u, 

(6) ^Si§ttT=;^^. 

(7) AT P(Z)f?^(75fci6(75SK. TteblMCi^-^tCj; 19 

(8) i^VUi5'5^;2h:/ 

"k^tSfM^P^M-^ y (intracellar hyperk 

alaemic solution) SrdiM^tt^o 

(a ) m^<Dm'bWm. (core body temperature) tK 
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(13) 4f%i)Z9- 5 0 0 3 8 0 

*5tt5-^^^->l>A-i':^>|^^t>*0. 0 1~0. 1 mM(^^iS$5iaf-*Jtt5;*7/^ 

(d) A#^c:^g#:^fi*!lg^^fV^ ; 

(e) ^iiiu^:v^:5M2m»S^S(^*®6^^ci--<T^^lm^l^^T'g^^b ; 

( f ) S^tciik?^^!? #A-t-S 
V ^ l¥ ffi & m ^ t T 9 i6 ( c: ^ S V ^ B# ^ E etU ( d X. 5 o 
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(14) #SV9-5 0 0 38 0 

~1 2 0 inM(Dmm^m\^iei-f ^i- h V ^J^^:^>m. 2~ 1 0 inM(Dm&$am 
iZton^-^^^^U^M,^ ^>^mRXlO . 0 1~0. lmM<Dl^m^G.mi^tsn^:l^ 

(2) m.±^A^^mm]. 

(4) th im(o^m^i^. 

(5) -^>'=. h—yi^, 

(6) ^mi^\^T^yt>. RU 

(7) ATP(^S;^(^fcfc(^SR, 7'^bt>lC:^-^(Cj; ^) ■ 

(8) ^/u^^^yi-'^ 

Sr^tfo *ii^^?e^<7)^:$^ (1) ~ (7) RXJ^ (8) (#«E-r;5^^) <7)^tL^tL 
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(15) 



4fS¥9 - 5 0 0 3 8 0 



V^fc|g'g-iC*5ttSM»fta«^^JiiMXt:iSte-rS (reverse) T-fc65o 



jgbfc^i^&I^^^JCOmB^tClSb. 1?!|X.(±*C arolina Rinse 
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(16) 



^StW-S- 5 0 0 3 8 0 



cry o protectants) t^WA^tl^ M 1 ^Xit^in^± 

t hm&^TJi' (HEM) tm^^in. ^{ciiiiSi-^, Rxj^mm^m^m^^j: 

:^it^!kWDl^ < Ot^<Dl^^i±, UW- IFlush, Ringer' s L 
actate» Carol ina Rinse RXJ^K. rebs Bicarbo 
n a t e , 7:tbt>l^^ll^itrF^4, 9 2 3, 4 2 2 ( b a s e ) St>* 
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(17) i|tR3p9- 5 0 0 3 8 O 

b^0<Dfaia-C-fo . II (mi Id) ^^^^fJ (m e d e r a t e ) (D—V^&^nB. 
^iK9. (neurological deficit) =k^t)<D^X'^^o ^ h 

(1) ^^gcT^TK^i^ 

ebs— Ringe ri^^iS^?^ (Krebs— Ringer balance 
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(18) 

d salt solution) (Df^^tMUl^X 



9-500380 



Krebs-Ringer i^^i^^l^ i >9 ^^*c^i5^Vu=i — i^-^tfo ±m^^M 

J^4:^^^m. RU^8 0~ 1 2 OmM, b< {irjS^J 1 0 0 mM(D'f- h V ^ J>>4 

V>< b;!)^<^^ n y K;6^#&i-5o i^ ^ V V4 2 . 5~7. 0 inM(^ 
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(19) #SSp9-5 0 0 38 0 

io V ^ T -> A ^ :^ > g^-r 5 <h S^otL -So i^'^- [J' {± 

xj^ATP (Di^m^ti^m A T p f-m^^^m vtcm{^mikmm^<D:fy ^j^<d 

^^^ISfi|!^)2~l OmM(75Mg + *, $f*U<{i7^^2. 5~7. 5mM(?5Mg + *, 

Foreman, et al. , 

J. Thorac. Cardiovasc. Surg. , 89:867 — 871 
, 1 9 8 5 ^#BS,^tLyilV^„ :^/l-iy^J>^^:^>M&li-t^^O. 0 1~0. 1 mM. 
$fSL<(iO. 0 1~0. 0 7mM. ^lix.fir^'iJO. 0 5 mM;6S$? * 
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(20) #SqZ9- 5 0 0 3 8 0 

oif&v^ (^ti^'ixi 0-'M&T>*l 0-3M) 0 :i(D^m-i. 4t^(Z)®flEXt± V'ir 

f^ffl^-t (voltage or receptor — oper 

ated channels) <75;i^^:^^brJNBila{c:»SAi"S:^?/^v'!?-^^ffiV^T 

mutism H ; ^ttti^ h V '>J^y:fJ^i^>'^M.^m^mXi-imW}^mf<^J: K) ^flSW 
&t/:^Vt->-i/ (b 1 ebb i n g) %:^tjmmMm<D^'W.^Wo o rNflflSSyyu- 

(^Jx.{^C oil ins, Eurocollins, Sacks, UWR 

* 

(2) m.i^^^mm&m 



-20- 



« 



(21) H^^^Q- 5 0 0 3 8 0 

l^i^-^^^X'h^o ^msk^^<7:)m. (fenestrations) 'k^Wl't^ - 

—f- (Hetastarch) (Am erican Home Pr 
o d u c t s<^)$Sfo) \i.hhE^±\Z.T}V'7r (1-4) m-k^f^^^ — y^W 
\tL^\Z.'^7K^^fz.yi Kn:^;^^/^!^/^^!— x/Ug^W-t^T^: 

{4 (1-6) /:Ky-7->®dSfo5„ -jiS(::^;^{±^-fei[j[i:i4<^#m-efcs::^;e»s$f 

X^^tl^^\^T/\^Z7r (1-4) ^-^}^*5V>T;^-a-LTV^^D-:^^/W=3— :^(7? 

0. 0 0 0:$^yuh:/(^:9-^=^4^^i-5x=3!^^ h^^'? o H<Dm^^&^^mn 

0~5 0. 0 0 0(7):$^^»t5ia(^#*S«-C*feSo fttj^:?* UV^C0{t^^^4 0 , 00 

-21- 



(22) 9-500380 

tL^m^j^mv. p^m<^%:^^v. »ftiibtt^[p]_b$-&. —^x^msk^^iiii^i. 

Tcfc O^^t^-^j^n^lO^'T^t 2)^(7PJ; ^T'i^l^fi. fffJBE^mi^^ (hyperb 
aric oxygen tensions) i^itoi'f ^M^sSa.<D^W\^i3^^X . 

o ^(DX ^f^Vtm^iS^^^Xii, 50, 000~70, 0 0 0(D^^m^m(DT^^ 
'0 (counter-ba 1 anced) ^iXJ^CV^ri a 

#l^y^:3^;^ h ^:/4 0 dSJi^e %x=^^ h ^^^4 0 (wt/wt) COMS.Xm^^h 

ns^-a-, Xfil y 5/ H/u ( 1 ) (D7K'^fcD*^j6 0 i/^A (g) (Dx>;^h^>' 
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(23) 9-500380 

0^1) (mo s m) (D^MX-h ^ . ^'it^l^(0^^i:i.m 3 0 5 ~ 3 1 5 

m o s m. ^^^^(Dm'a-n 350~3 70mos m(7?fia;^-;^^/W^S^^$f * 

(3) ±m^&DoirLmmm 

tLSc p Hfi^^ijxifi*-^--^;^ (He p e s) mmwti: t<D±^m^mnm(Dmmi^ 

*3tt^HC03-(^^|£ti^^ 2 0~3 OmM<^^ia, $if*b<(ij^2 5 mM^OW* 
U<. H2 P04-C7>|iit}i^ i~2mM(Dt5ia/65^f* bV\ #ii#^?S<^^'a'> H 
C03-}±^3~7mM, U< }i^5mM<7:):ii£g-e#^Eb. H2P04-{iJ^5 

~ 1 5 mM. U< fi;^ 1 0 mMcD^^*5ia-e#^Ei-5)c 

^/U-^^^^M^^S. #^J;t{i*^jaT'6 . 8 — 8. 2t;i^fflpHf&IS^W-r5N- 2 
-t v^:x-N' -2-t Kd ^>-7°ni^N /U:^ (H 

EPEs) ^g»r^iS-efeS«7);0W* m.(o 

W. (MOPS) , pH^iae. 5~7. 9;N-hy;^(fc Y "CI ^ -y. :^ ^ /V) p« 
^yu- 2 -T$ y ; 2 - ( ( 2 - t Kn df- v^- i , i - t';^ ( 

b Kudf-V;^5^/U) oz^/i^) TS:/) :^^l^-:^jVi^sym. (TES) , p HtQlS 6 
. 8~8. 2, 3- (N-hy;^ (t Kcidrv'^ ^yW) ^ ^/U'T 5 / ) -2-t 
Kn^->:7°c2XN°>';^/l^j}x^/^ (TAP SO) . pH|Eia7. 2~8. 2 ; 4- ( 
2 - t Kn^^rv^oi^^yU) - \ -^^y -yyfu (EPPS) . p 
HtelS7. 3~8. 7 ; SI>* h y ;^ (fc Kn:arv'^ ^/U) 7 P< ^ V (THA 
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(24) if^mW- 9-500380 

« (pKw) i^Ll^;6\ :^\±^ti^K>^^ ^ti\^XK>. TJ^yr^^y 

VWi% (alphastat regulation) ii^<J:>^'^M.\ZM 

(4) ^^mM 

0. 9 g (5mM) (D^^ 

^**t0^i^J4$ fjfd^^l] 1 ^ y (imM) (IM) t^tBffi-e^'fb^ 

-a-. W\\LBijy-W^W^<D'^^\^^\^Xm l ~ l O mM. * b< \im 5 mM(7)tfc 

> $f ^ L < (i^V^=i — ^CD^S{±^1] 10 0 mM~ 1 MO|£iatCitAD-rSo 

(5) h— yU- 
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(25) 9-500380 

egall.et al., 7|^Sii#f=Fll 4 , 9 2 3. 4 4 2 » 

!k.m(Dm'B: 1 0 ~ 2 0 mM<75-^ h — /U, L < {i*^ 2 0 mMO-^ h 

—^^^(O^^izht^t^tjibT. m\.t^pH;bmn^ti^o ^tLTtiV^<o;0^co^-a- 



(6) ^^iattT:=^;d->- 
y.RU-^>'=-h—/\^^^t^:t:^^y^^^M> (osmoticum), tj:hXHZ. 

* uv\ ;'^t7'<e^;Si§tt7'^;r>'CDliS{i8 o~ i 2 o mM(D|Eia;6W^ b < . 

y -fe n ;^ 31 — h t'^^^StL^o ^ btCHE PE S T'i if' (7)^^ (T^^^yU-zJ^^- 
(7) ATPSW 

mMT-foi^, Mit^H^c^m-g'. mi. 5~3mM(7:)i6ia. $f * U < fi^l] 2 . 0 m' 
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(26) ^^W- 9-500380 

o 

(8) ^yi^^^;^> 

5 mM, mX.\M'^ 1 ~^ 5 mM<^^^X\ $f ^ L < fii^^?^«tj 3 mM(^^a[T' 

(9) fei7:)f£^(D^j]D^^ 

n7°y y-yHiMit««(^i^g5(-*5V^TW^!lT'fc5. X. m.^!k (warm 
ischaemia) J; 19 M^i^^ftfcWIOifCjoV^T. T C3 7" y 7 — /Ki-S-M 
M^tO^ifn.^ rjt^ (trapping) J ^^M^^^'P^-^^o ^^7v';!&/^ 

o Tn.yyy— /H15' l^;^f^i?"-^'|5§.#^J-eiifc5. ATP (Tt^W 

fla;5>?>^:btL, -fk^^Ji^/udi^— ;as^iJffiT-#-5 J; 9J-'',?o-Ctj tj{i^ATP<7)S^ 

'•^mt(Dm^^^^-^ . f}^<\^xATP(Dmm'&(Dmn^mn^tm^io^^o 

])/—J\y<DWi&\-in^^Ki6\^XmO. 05~;^2. 5mM<7>t6IS, U< fi 
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(27) ^WtW- 9-S00380 

i^m\^^brL^^:fjfj:m-^U— h^tmX-h^o -^tl^iMa ber WeissS 
htf^Xi-^Wi^m^t^^^XMMf^ 2 mM. •ertJ;tfi'i^'^J 0 . 0 5 2 mM, 

Ringer' s^iJ' 7^— hXfiC a r o 1 i n a Rinse ts:t'(D 

* 

\3i^(Dmmm\:im'^^tltlWiJ^W (drain line) ^I>*lHlSgiCftffljfiL^(5 
^;^PX.-5r i;6ST-#S i — ^— (oxygenator) ^^StC 
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(28) ^^W- 9-500380 

lf\3}W.M!'^<^f^i^. MW^!k (heterologous transfusi 
on) (Di^f^'0\Z.W^A-f-^:it7!)^X-^^, 

c k a g e) <^^-r-5o ^/MfD.W<75lBiH4(ir(7)i^#lf^J; <3*^^-a^c^^;i^. n 

Md^<0^liZ. r^ — :^})f£^^ (no — ref low phenomenon) J ^ 

mx\tmAj± (PAW) ^mM.(Dmm\^^ui^ts:^^^B^^^m^^^^. ^'^-^^ 

^bXs ifib/c#7KII.^x (hydrostatic head) MibM 

mtMWtmA^.ti^^. mm<Di^m(Dm^Mi!'^^^ ti^x'owi^mRxfp A 
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(29) l^mW- 9-500380 

X. O^f^ < bi^l IkW-^ (one system volume) (DmW^W.ifi 

ibM(-}f A^iXfcS w a n-Ga n z ;&-7'— T/l'Xfif&tT^^^ilrfflV^Tife'il^^^ 
5l^?1fe@i± (left ventricular end diastolic 

pressure) ^mmm^m^i.. m-tiz.x^mmx^. i^^fm. ^^mmx 

ena t ion) RXJ^m'b'if^iiiHi^mn htli^i-£fj: ib^J:\^^o ^(D}±tHt±illlim.(^m 
, 1 OmmH g i i9fg;<i^^c;tX:JatiV^ ^g<7)r^, PAWfiSmmHgJ; 

<9{S<^^^tL5<^);65$f*UV\ iq^®^«j^3~5mmHg<^l¥^*l-5|^|^EE (PE 

EP) \zmztif3,i^^j:hti:\^\ m(om^. m.%s±.ii}i\^xWi'^^^^mnMs. ( 

PA) Sri£^b> i^^l 2 mmHg ct I9{g;< i^o„ 

^nWi. m^<D^-^ h^V^yh ^^U-r^o B^cd^-^ h^V^yht^Z %f}^Xl-i 
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(30) 9-500380 

S#l^^ti^-r5Mi#^li^c7:)pHt., 3 7°C-t'aiJ^b-C^7. 3~7. 7(7:)|5 

S ^ jE {± L V ^o pHi)^^ (Dmm^ T -5 ±# b ^ }^ii*P 

(C4oV^T7. 3~7. 7 <7)$6iaF^(c:ilii^-t-^0;&S^^ bV\ 

OfdjgL. 1 0°C~2 Ot:(^lEia, Xi'i'bm^W}:dmiH^ti^i^&t^^^ 
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(31) #a2P9- 5 0 0 3 8 0 

<b{c:J; «9 7. 3~7. 4<D±m^^pH^nm^ir^o 

m.m-t^^2 7~3 0°O(D^mX^^^tt^X^. l 0~3 0 ^^eci i/-^ A(^^lffl<^ 

o 

^mmmm 1 

1 0~ 1 8 k g (^^ia(755^®(^^;'<:^. ll®^il}^<^f5£ffl&t>*l=Si-S-r 

■SUnited States Public Health Service 
s (OmURXfrnm. institution 

al Animal Care and Use Co mm i t t e e of 
Allegheny — Singer Research Institute, 
Pittsburgh, Pennsylvania, U. S. A. (dJllJ W-'^ $ 

titz:Umi:i'^'oxm^ti, 

i^izmmi^t^o mm^mm-r^t. (0. 04mg/'kg mm 

( IM) ) RJI^'^ h^—Jl- (1 Omg/k g BMi^ (IV)) SrfflV^T^ 
#-^^LT;6>p3, ^NDi?^^^— 7"/UO#t-{^^-^#l (f 1 e ther) &ffiV^ 

-31- 



(32) t^^W- 9-500380 

&^ECGmU^Xtl. 'fy:^=^y-i Y Ky yZf (plasmolyte dri 
P ) (60ml /W) (r>WiWL<r>f:.\h\Z. t ^m&Wm (cephalic vei 

T'n-:/ (Cam i no) ^fflV^Tf^^L^Co ^mWimRXJ^^ 
^U(Dtlib\C:^i^mBM^^\^. 7 French S w a n - G a n z 7^— 

AtLfco 3 0 o^x^:k^\^^mmtmm^r^ (act) ^m^-r^tify\:L^y<v 
(ioow4/^kg) ^m\^x-m^(oi^m^wm^^\^fz^ 

/■^;^{C:fflV^ti^-5IH]^^±B ailes, et al, J. Neurosu 
rg. , 74:781-788, 1991 K X K> ^Wi.<D ^ (D t 

^MT'fcofc:^)^ M't^^^Zf (Medtronic, Biomedicus) S 

L-Ctflliv^fco w(^[HlJ^}i. i^T(7)ii*IE;05^M^tLfcJi-^^(iEg^6^ 

{g;#:tg.fi*?ai-^ 2 5°C^(7)^ffi}^i|](-J: OttPa 3 7'C;i)^p3 2 SX^f^^fflt- 
#btL5*fiiiise^<75^k^p"D:&t/^:9-c^i-^-C^^iisB# (ultra pure 

^i-i. ±mm^i±=kM:i^t-r^tiit>i^mMmmu.m^n'^tzit^ffm (s i gma 

) ^fflV^5o ^?e?{iigcBMig U (0ax.fiO. 2 2 ;tx m, Ge lman:7^/U^ — 

) . 1 L(Dmm(Dy'7 ^'^y^i^xf/wK^mi.. ^mmi-ii&um. (4°c) {3:i¥:#-r 
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(33) ^^a^s- 5 0 0 3 8 0 

"bo 

^mmmm 2 

5o w\\Lwmt.-t ^mnn^fx^ «io°c) , mM¥iisx (p02 500 

(7:)ii:m{-iifPii^^^(9 , ^i#^^i^^4 0~8 Sm l / k g/:9-(^M-C-3 b#Fh1M 

:frbTfT:btLfe5p^?'^^ja^{i2 StTi^b 1 CCcT^r^, 0. 5 °C/':9-T:foo fc„ 
tfiit^OU CCi^ATt-iSrUfcb (*T,^=6. 6±1°C) . ^^V^^) y V^ 
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(34) l^mW- 9-500380 

i^^lHl^L. ^p-C/iV^:©'a>{tfl;^f-ctS^ife (electroversion 
) ( 1 0 0~2 0 0 /U-) %:n^tCo «q^®{i2 4'C~3 4°C^C^oV^-C|fiImb 

fc„ ^MOM^P^ (1 0~2 8°C) }4 0. 

7±0. l'C/':$^(7)Jt^^cjoV^T^K>'7°Sr^/^UTMbfCo 2 S^tS^Pj. AP^:^ 
yl^^yhRnmy^-yiheat lamp) {CI J; ^3 -^x. btl-S^gK^P^a^^ 

tgtClilLTli^bfCo »iil#6<Ji¥fifi{l. jgj«l(OG 1 asgow Seal e <D^ 
IEtcS<3< Neurological Deficit Scores (NDS 
) ^fflV^T^Tofc : ND S : 0 =IE^ ; 1 =M(i^^(D^^ ; 2 =^11 ; 3 =mW- ; 

^(rxb^t^mm^^ti. 2 6 'c± 1 °c\z.^\^xm^mfj:-L^^Rv^m v xa, fj:^u 

{c:2 1°C~3 2'C(c*5V>X«;e>S|E#^tt/c:. ^ (7)S|c^VK o;5^(^:^t{i'L^Iji^S 
mt:i\^lE-t^tcib\:imM.&O^J:MW^RUy]^^mA<D V Y:^ ^ :y(D^'po:>'$\-^^-S^^m 
t Ufco *l-BB,6<j(^ 1 1 U(D 1 ^(D:k(Dm^. UMt^ 2 7 °C~ 3 2 'Ct^jg-r ^ 

^fjit^-otZo (electromechanical unc 

o u p 1 i n g) ^m^^ti. ibi^fi^tbfco :L(Dm ii im (omKXD 
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(35) 9-500380 
Ome qcDKC 1 ^5 0 Omg<^Ca** i: i^^-g^t^-^. 1 0~ 1 5^^>itT^-^ 

:<7 — ->3 y (1 0 0 — 2 0 0 v^*— /u) ^lfe'9 3gb, vL>l!ii$r^|I| y X' 

) ;Rt>^j^'fk (p) m-m(Dtzi^(D:irLh(Di&,i^mMm (hts) (^m^^^i}-;^ 





(HTS-P) 


1 V y H/w-oi^^sg^TK 


(high 


rity wate 


r) {c:i^ATc^s5c:9-^: 


^^-r 5 w i i:: J; 19 Hi 


^bfc : 


h 7:^-4 0 




6 0 . 


0 0 Og 


N a C 1 




6 . 


1 3 6 g 


KC 1 




0 . 


4 4 8 g 


C a C 1 2 • 2 H2 0 




0. 


2 2 1 g 


Mg S O4 




0 . 


1 2 0 g 


NaHC03 




2. 


1 0 Og 


N a H2 PO4 




0. 


1 4 4 g 


HEP E S 




5 . 


9 5 8 g 






0. 


9 0 1 g 



0. 2 6 7 g 
0 . 9 2 2 g 



i&i^um-m-mn (hts-m) i y ^ h/K^i^M^7K(c:^T«^^^^^ 

t":^^ h 7 4 0 (Bfe^^iSi) 6 0. 0 0 0 g 

KC 1 0 . 5 5 9 g 

CaCl2-2H2 0 0.007g 
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(36) 9-500380 



M g C 1 2 • 6 H2 O 


1 


. 0 1 7 g 


KHC03 


0 


. 5 0 0 g 


KH2 P04 


1 


. 3 6 1 g 




3 5 


. 8 3 0 g 


HEP E S 


5 


. 9 5 8 g 




0 


. 9 0 1 g 




6 


. 8 4 6 g 


•v^jr. I 


3 


6 4 4 




0 


. 5 3 4 g 




0 


. 9 2 2 g 


Na OH (1 O^^^TO^i^) 


1 0. 


0 0 0ml 


KOH nmMmmmm) 


2 0 , 


0 0 0ml 



MyKMiti- h ]) ^ J^mm (lO^^NaOH) ^fflv^-c^i^-t-Swi:^clJ;«9 p 

H (2 5°C) ^7. 6(;iiifiPUfc„ 

mmm2 

^<Dmmmi-i^iK7jk-tm^^^ir^:h:m. (18L) <^HT s -MS.z>*HT s 

iSifsfiarflj£-r^>^g7K^fflv\ 1 8 y y (HTs-p) <^Mjt 

7=>:^ h7V-4 OSrSOOO^yyy h/K^TKt-— ^t-itJf 

o 

B. *>J6 0 0 Om 1 C07K^-^tf»JC0>'7;^=itC:ioV^T4. 8 g (OT-xV v'VS 
ZJ«1 6. 6 g(^^/W:J^^;^:/^^j^i-^„ :itlh(DWM (pha rmaco 1 o 
gical agents) J&S^^ bJ[iAr<^^:9-^lRl D:7 7 ;^ =: Jd, — 
Jti^b7'.e^5b*DX-2> : 1 1 0. 5 g(7)Na CI. 4. 0 g(^KC 1.37. 8 g 
CDNaHCOa. 2. 5 9 g CCN a H2 P 04 . 1 0 7. 2 g COH E P E S Zli;^ 1 
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(37) If ^-SP 9-500380 

C. 3. 9 7 g (75C a C 1 2 • 2 H2 0&U«2 . 1 7 g <^5M g S 04 <£r 1 0 0 m 

om.-^mm {-tf^iohl ON) Na OH$r;^Px.Sr <hjcj; tj, 2 5 "CTrmm-fli^ 
6<]{cj|iJ^$tL6 7. 6 OjCpH^pfi51-6c 

i^Mitfl5£l':^^^@7K^ffiV\ 1 B V y V Jl'<Dmn^W (HTS-M) (^Mit 

A. 2 0 ^) y Yj\^(Dy<^ ■!7 y^iSy 1 0 8 0 g (7)|SS 

B. siJ(D:7^;^=i (4!;2/h/u) i::ioV^X9. 6 g (DTt'V v':/^t)« i 6 . 6 

g(7)iJ^V^i$'5^;^:/^^^3 0 0 0ml (Oii<,\Z^mi^m-t ^ . m^l.f^hUT<Dm^ 
^—'^\Z.i^W\yfJ:i)^hMx.^:10. OSgCDKCl, 9. OgCOKHCOa, 
24. 5gC0KH2PO4, 16. 2 e<^^'^^=^—^^ 12 3. 2 g <7) :^ :^ C2 — 
&t>*6 5. 6 g(D-=?>::^ /K 

c. %\\(Dyy:^=^ (4 y >y h/i^) (;ijb^v^-c.liiT(^J^:9-^^^ 3 0 0 Om 1 cTi^TKt- 

. —'&\^W^\^f^iD^(b^mW-M't^ : 6 4 5 g07:5^ h If 1 8 0 m 1 

ION N a OH^tZ 1 0 7 g (DHE P E So 

B. (4 y V h/U) J^t>'C (4 y y h/U) (7?l^^i^^t>'A/A. (^/t^^i^^S'f'tCl^^ 

C . ^ix^*tL 0. 13g(75CaCl2-2H2 ORU 18. 3 g (DM g C 1 2 • 
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(38) ^mW- 9-500380 

H$riiti5bs <*:v^T*i^^^M*<^ 1 ON n a OH^;?)Px.^r o , ftiiil-filjpH 
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(39) ^^W- 9-500380 



HTS-P HTS-M 

Na* 141.2 10 0.0 

3.0 4 2.5 

1.5 0.05 

Mg''* 1.0 5.0 

CI- 111.0 17.1 

S 04-^ 1. 0 



H2PO4- 1.2 10.0 

HC O3- 2 5.0 5.0 

HEPES 2 5.0 2 5.0 



3 V t'^^.- h 100.0 

n-;^ 2 0.0 

v>^h-^U 2 0.0 

i?-yl/=i-x 5.0 5.0 



J o ^ K 
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(40) 

6.0% 



#^^9 - 5 0 0 3 8 0 



6.0% 



Tt" J > > 



1. 0 



2. 0 




;*-;^^;u©^(Biosm/Kg) 3 0 5 



3 5 0 



P H(25T;) 



7. 6 



7. 6 



[K*] CC 1 -] 



6 8 4 



7 2 7 



(HTs-p) mim^^w. (HTs-M) (r>m.^^t>^^m\^'z^m.m.^\^ 

/5^La'9(751 Q(Di<(0^^^ cftilm^Jil 8 2 ± 1 r^-P^, 1 0°CJ; 
B^fH^orBTtcie. 4±0. l°COftT^-L^jfiS^T>'7. 5±0. 5°CcDfl^c^ftT?a 
ff^^lB^^nfCo wttbc^i!l2^(7)®'a*c^'L>#^ihB#P^«2 1 5 ± S^TfcofCo # 

mwm-(n>mm {iim) (n>m>h i.-^-m mmts^i iccj^^^s 
<mn^f\. (*T.^=6. 4±o. 1) , ^m.(r>mz.>um\%\'d z±\^:^w^'^±. 

^P^ll>9Mb, ig5i^i#iS^6<Jj5^tR/£< . :^«8r^;fe#aofc: 1 4 ~ 1 1 



(41) !|#JftSP9- 5 0 0 3 8 0 

h<mi^ i^^^yti - -/^T^iTLtL w <b id J; 0 ^ r o fc r i §g b Tie o fc ; ^ 

o 

d) (moderate) (D^B^^^Kl^^^l^tl^ ^ (DrJ^lifl 1 j1 

^m^^iKiRn,^.i-im'ik 1 &u 2 0 {c:fcv^x. n^a^ ( i m) (Dm-B-i-a o xh 

9. ^^^^Jt|5?UT#B^i^TO (I m) 5±0. 5T-fo«9 

liiF^^d*5V^T. NDS#.^J4^^X^'tL2S¥fCl||bT0±0Stl. 0±1. OX 
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(42) l^mW- 9-500380 

xm'ik2mm(Dm. f:>-rt)^i^i&t)>^tz, sk^hm^i-im^iki^ma^ \^tzt)K imm^ 
o ikmmm^m (bun) , ^ i^t^=-^^iblw^j f^\:^'^^f^i£(Dm^mm(ow>m 

fii--<T. W^(r>]mf'<Dfi\^m'CX't^X(oi<\z.i6\,^XlE'^tj:mMP^\z.m-^-:ifz 

^mm<Dm\-^\t. ^rt^^-fk^r^Ufc : ^^J^v^-hxt Kn<>'-:^— (LDH) 

m m^^<Dmw<D2mm&.p^(D^nfm^\^!^j^is\^^x^M\^x 
#;o>ofc (p<o. 0 5) o m.(Dm^m&]mmnmm(oW}m^ts\,^x±^i.tzt'^s 

thtz I I m(DW}<^\zto\,^xm^^titz$^M^j:±^titm^x—m^m'^^''X^^ 

~2d«, 'n'IS-IK (CK-MM) , m (CK-BB) RU'bm (CK-MB) 

I I m-(Dm<o^^m'omtitm\^x i m(ommz.i6^^ ^mmm<Dmii^(om. 
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(43) 9-500380 

a^^C*JV^T*i«3Jif^iffV^:^ ^-e$)ofc^^ LDH. S G PTjS^t/CK;6S i i 

±^m^x\,^^0mm'm<Di< n im) i^mir^mtitm\^x^^\m^f)>xh 
ofco ^2 {±7 am. mmmm dim) (Dm^ize. 3 + 2. sf^iwiv^r^i 
itg^LT, im<DW}m^is\,^X'^nYcKtmtt-m^io 1 . 8±o. 5i^u^>:^# 

mean proportional increase) i)^^^ 
(CK-MM) RU'LM (CK-MB) (Om-B-liCm (CK-BB) (D^'^X'0:k 

2-D(D^^m^x\,^^^mmm:itRuimt)^h<DMMr^±^m<3x\,^^:)t(Di 

mw}<^^^h(D'is'm\^if ^m-B-^^i^^x , mm(Dit<D7!}^b(Dm^<D\^^'fti\'ii6\,^x 
-hM^^mh/)^\^\^^j:t}^'orzo m:f7 (Dm^KmiM.(DmMm.^ (scar t i s 

sue) ■6^^RXJ^&'bmiZ:$6\,^X^< M.^tl. ^^0'L>^S^*> ^(^f!^^^^ b 
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(44) ll^mW- 9-500380 
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(45) 



^mW- 9-500380 
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(46) i^mW- 9-500380 

V^Tt h^^^X/I^ (HEM) >^J#i: UT^btLTV^So ^ (^||^iC*3V^T{iH 
EM^j#HS tate University of New York (C*JV^ 
TDr.Rob Van B u s k i r k }^ J; 19 P®i $;^fCo 

HEMi^ (a) HTS-MXfi (b) m^<DmM. -T^^t^lb^ =7 ^ / 

Wt^ite (KGM) ^-x:^ A°c\^i6\^x imm^^x^fzo 

w(^^^^c:*^V^T. HEM^iJjD^fiUfc^dC a 1 c e i n - AM-C;^!^^" S ^1 
i^dJ; D f^^tt^p^fCo C a 1 c e i n(Z)^<7:)^» (in situ 

level) ^^7fe:/cr~:/$rfflV>TSlJ^bfc (^Tt^miiS^^T (f 1 

uorescence multiple end point assay) 
) o J^^^|214 A^C:^^V^T (a) H T S -Mff jott ^i^#> (b) KGM«f'{;i 

*^^ts^^#. X« (c) Muv^#Ri^5p|a^ (hem) {dgiUT^-fo €-ffil-ho 

#{±^i^(^;^2p^M^^-r, n=3o [2l4B{i, (c) trbV^#H§M2p|a^ (H 

oi^tfe (a) (b) (D^ti^'tci^isn ^^^comm=k7jk'ro 

mm^m4Bf}^h. KOMcp-efSr^^tLfcHEMi^t H^;^^{i^flJ(ca;ie:b 

mmm.m.tm\^\^^mimmm^^n\^x^^rc. 
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(47) <^mW- 9-500380 

tit^l.Xm^^£BWl^^ (ultrastructural) ^-fb^^U^o 
^t^mm (apical surface) ^^(D^^Xi^^tLt^. mWm^(D 

mi^:k^ti:ms^mmm7!>^»)-:3tco ^^'^^^•p ^ y ^ hn^&mts (b a s a i 

surface) t^*3V^-Ci|af^^)S^^tC«g® ^^1, (empty ves 

i c 1 e s ) RUm^ (lipid vesicles) Ml&mi-i^M 

mwT5:m\^i6\^x-^fz:w-nm\^w^^i^x\^^fz.o ht s -Mi^^HEMo^is^ 

MMM 6 

:i(DmMMi-i^M^n. ^DSlbTV^^S (working) 'i' 1^ -L^llli ^ ffl V ^ 

y v^:/(^S^t4ti^i^i"o /6K UXT^t-^aV^T. thts-m-j {4. T'fJ^y 

> (A) (2mM) 25.I^iJ^VUi?'9^;r>' (G) ( 3 mM) 1i^<^m-^t^fz.-^^^^(O^A 

i°Q,\z.^\'-xz^fii^-^^^fL^^^>hm.^m\^x^w^xm{m\^f^^ Ne 

w Zealand Wh i t e ( 3 ~4 k g) (O'hM^MW^X^'^kZ. 

— ^Hi'L^BicM^ (standard left— working heart 
preparation) (Neely) SrfflV^, :^ibMffim* (AO) ^"^tf 
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(48) ^WtW- 9-500380 

SkM:td^^y<y — K r e b s -He n s e 1 e i tWMM^M^^'tcM 

Wmtk/^^m^^<D^m^W^--^ y^y^^tz. (freeze-clampe 

^(D^^comW. fe§v^^iAXG$r"at^' (+) Xfi^^^iV^ (-) :^^m<D (H 





[A/G| 


% [Hi 


HE PCiimol/gjJ' 
















33. 3± 16. 4(5) 


66.fi±4.4(5) 


75.8i7.0(S) 






6-q.2±20.J(5) 


88.4±7.7(,5) 


7Z.7i:7.5(12) 


HTS-M 


+ 


8£.9±5.B(6) 


86.3db4.&(4) 


9S.l±13, 1(6) 


PlBgisol (SI, Thomas's) 




23.5± 15.4(6) 


68.7±7.7(5) 


62.2±9.5(6) 


Viaspan (UW) 


4- 


35.6±I4.0(6) 


87.2±7.1(4) 


70.9±J6.3C5> 



mn.(Dl^% (I0~15kg) ^^^ffi^'Tt-jb^tt^^-ll^ (closed 
— c h e s t ) io — /l^f^ A (peripheral cannulat 
ion) €rffiV^Xft:^/W/-^>^ffi{c:2i#UfCo ^J^ ^tL^cteJfiL/Effijfiittv^ a 5^ iJ' 
(MAB P< 5 OmmHg) (^) ^a^^*^V^T 3 0 :^F^^r ^-fr, itV^-Cii^ 

1 0:9-P^<^^ y Ki|i^g!<^fflV^T— B#6^tC^^$-^fcio '^J.mz.^WLX.fz.^ 
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(49) i^BkW- 9-500380 



^^ttz. •t^X(D:Jt (n = 5) MtLfc#M^6l3lH]m^ii^T^tao/c : Neu 
rological Deficit Scoring i^lMI'S^^fflV^-S t ( 
NDS : IES=O;0^b^^V^#g|= 1 0 0) . 3^(Ditt)^^-rt^tj:mWi^m(Dm^ 

B g;6>bi--<T<^;^t(i. 2 jirfl^Oal^6*)i^!|±XfiSi^ (adopt i on) :S 
(^m^LmmikmM^^P'i^B ^yi!^iz^t>'^fj:f)>^tilEmts:it(Dm (n=ll) (c:*5 

b) -5 iridic -r-foofco ^^^fi^Jil^Si^fi^^'fbdS 3 o(7:)M^f$^ih;>tOi--<-C 

(^i^ ; P < 0 . 0 5) (ii^T^-a tf : 





(n = 8) 


•>3 y^' (n = 8) 


L D H 


9 7 


16 8 


C K B B 


114 


3 4 2 




3 4 7 


2 0 8 




6. 6 


4 . 6 
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(50) I^^W- 9-500380 

mmma 

x/W^AiX'So 2 5, 0 0 0^^u(^)^^-^y ^^#M;(7X— x/^i^:/hbTS-^i"'5 

(terminal branch) "^Jf-Jf Ai~-5o ^'B' ¥i-~-<Di^^W 
^#r|Ri-5o W^TmmHg PEEP_h}c:g<o WI^A/E^ 1 5 mmH g J: <9 

M;0^7K.^{c:^bfcB#, HT S -M^^^*:a(^HT S - P Jci i M:^i--5o 
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(56) ^$tW- 9-500380 



INTEBNATTONAL SEAROff REPORT 


lulna^iwl apptmHno Ho, 
PCrA)S94mt72 




A. CLASsincATim or subject matter 

IPC(5) MIN 1/02; A61M J7m 
USCL :433/I: 914/B23: 6MM 

AeconiuigXD Intemisionai Hxcnt CUiaLfioaiion (IPC) or to both axiorMLl clMai&cidoa aod IPC 


B, nCLDS SEARCHED 






U.5. : 435^1; 3147823: 604/4 






DoGuimslitionumbadotlwrUna iniBifnuin docuiiBntaiiant» Ihs oJteifttlHlsachdDeu 




tehod 


BlertroniB dau bue c<iiiaii]lcd during the ioBniMiofuU teuch (nime of diU buD «nd. 


wtere pimcU«biB. search icnmi ui 


Ml) 


APS, BlQSiS, MEDUNE 







DOCUMENTS CONSDCRED TO BE RELEVAlfT 



GoMiflii of docummt, with TwifciTnn» whcfv tpprapdct*, of Che volova^ 



RbIbvuh to claim No. 



A 
A 
A 



US, A, 4,920,a4i( (BRETAN, JR.] 24 April 1990. 

US, A, 4.923.442 (SEGALL ET AL.) 06 May 1990. 

US. A, 5,082.831 (LEAF ET AL.) 21 January 1992. 

The Journal of Thoredc and Cardiovascular Surgery^ Volume 
89, Number 6, Issued June 1985, Foreman etaL, 'Solutions 
for preservation of the heart at 0°C"« pages 667-871 . 



1-12 



1-12 



1-12 



1-12 



listed Ml Ibc 



or 



Box C. I I Seep«IMI&mily 



•E* 




■X" 




Dale of the Mtual oofn|>lellofi of the BitrfinHnpal acftich 

27 SEPTEMBER 1994 



Due or moiling ite immBlaiiAl teueb fcpotc 

OCT 27 1994 



Name and noailinfl oddnai of th» ISAAJ5 
Coi rriiji oBw offtaau mad Tntenukf 
fiox PCT 



imiic Wo. (70Q) 305-3230 



Autht>nzfld ofEcv 

SANDRA SAUCIER 



Fona PCT/ISA/210 (i 



-56- 



(57) 



#a^9 - 5 0 0 3 8 0 



MEBNATIOKAL SEABCH REPORT 



InlcnuliDnAi appUcaxiiin No. 

pcTfVss^mm 



C (CDBtsnuAtiofi). DOCUME»m CONSmERED TO BE RELEVANT 



Catcgoiy* 



of dcKUiment. with Udiaatian, wher« App70pru&, of the reievut ptsuf a 



RfkvajU to oliim Mo. 



The Journal of Thoracic and Cardiovascular Surgery, Volume 
100, Number 1, issued July 1990, Menasche et al., "A promising 
appioach for improving the recovery of heart transplants", pages 
13-21. 



1-12 



Fonn rCT/SA/ZlO (conoaiiaiion of monlihectKiuly 1992)ir 
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(58) 



9-500380 



imEBNkTlOSAL SEARCH lUEPOKI 



litsmatiaDal tppUctfion No. 



ham 1 Otarn 



ccftiUnditaainmtaiMl iMCurhiUeCCQailBBitlDfl of tan lof flntitaO 



Hub inAenwtjaoftl f^ost hai 



dum uadar Astide 17(2Xa) fiv ttie fii1kMKi« 



1. rn CbimaNiN.: 

bcBausc ihejr idite to subject matter act requtied t» be amnkfid by Ihia Autboti^, iMmoly: 



2.. r~| CUinu Km.: 

tJi exiBiil thftt DO Rifluiingfu] utsmaiiDnBl 



«fplieatSaathtf do not conpij wilb lbs pnuiLfibtid zoquamncoU le nieb 
b can be earned ouli ipeeifiBaUj; 



9. ClaimiNof. 

ihcy 



vndi the iccond vtd fttfd 



of RttlD 6.4(«). 



Box II ObvcrradaM nrfecre unky <tf isv«DtioQ b bcfcl^ (GoBtia»tba ftf im 2 of firttalmD 



Thtt Imrmnwiirt Sriprh'wg Auibority Ibund mubiplB invmtwBa in tbb hamnm6oatd tppl^aSm, mm Jbllowi: 



1. ^ AakH 

claiina 

2. □ AaaU 



the ipplioutt Ibia 



nil wifDhriport «ov«n all «wcbabl« 



09BUb*a«anbadwftfaoutefibit jiMli^^ aaadiitbadfeB, ths Autbonty did not invite paymenl 



Ibit 



lor Tirtiirh fees mor ptid, ■prrlfirally cliini Noa^; 



No rDqiimd addhkinKl BCttch feet 
Tvathctod to the uiveiUHni fint 
M2 



limely paid by the tppUeinU 
in tbe cUim*. a u covered bj elaima Ncm 



Omiefuenlljy Ihii ialenutianal teajch repoft is 



Raum QQ flWS rn 'Hk wUkiDiial awcb fcca anompAAisd by lbs ifplisaol*a 

I I Ha pnntol acoompuuBd ihe pmymtrnx of additioBal 



Forh KT/lSA/210 (ooatinwtiaa of fim aheeS<l)KJuly 1992>* 
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(59) 



^^W-S- 5 0 0 3 8 0 



IN1EKNATI0NAL SEA] 


RCT SEPOST 




m Ho. 











BOX D. raSBAVATIONS WHBRE UNHY OF INVENTION WAS LACKZNO 
Hiis ISA fbimd muiiplB invcnDoni u fsUowi: 

Tha ■ppUaCkm conUins the folkiwin^ invectiDoi or groupi of nvcntioas wtiich «rc not m linked ai to torm 4 lin^ 
inventive cooccpc uader PCT Rile 13.1. In ocdcr (or all invcntignf id be eaumioed, Ihe apprapiuce addbioMi 
exAmnasion te» imut be pild. 

Croup I, claimi M2, dimwn to « eempoiitioo for lubitituBD blood and a meihMi of uie cf ihe eomposiEkia b> pr wi v o 
oiBuu tor uajuplaxucton. 

Group n, fllain 13, dnwn to a lecond notod of use of the nbacfeiilie blood compoiixioii » pcrtem ■ bkaodloe 
bypoihennic piooedureen 4 pukfiOL 

The iavamoiu Itatcd it Gioupi I and II do noc reliSx: to a aiogle kivanive coaoG|S under PCT ftmle 13.1 bccanw, 
under ?CT RuIe 19^ th^ lack the Ooe or oormpooding ipecai Antral feadm for tbc fbUowiog rcawni: Under 
PCT Rules 13.1 ubd 13.Z a sbifile iitveodve ooncepi b defined u the fim (tppearini) looduci aad die fint (appeanng) 
method of UM of the fixst product. PCT Rulcf U.l and 13.3 do not pnnri^ for raullipfe methods wkhm the Mjne 
■pplietCBA. TliB oiAhoda of Oniupi 1 uid n axe dokwct became die m^bod of Croup I is d iiwtw i tovMuda trcaatins an 
orsaa wfaicb may be cs vivo, while the nctbod of Oztnip U b dlrcssod tawania a tieaciDcttt of a patkot whkh is an in 
vivo tiealiBeaL Tha two treatmenti, thenfercp leqnoe dkliBOt atapi and have diatiixt outcomBa. 



Perm PCr/lS A/210 <exam •hec<)0ul7 im)» 
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